Persistent expression of differentiated function by the mammary gland during lactation is dependent upon the continued stimulation of sensory nerve endings in the teats by the sucking young. This initiates a neuronal feedback to the hypopothalamus, signalling release of prolactin from the anterior pituitary [l]. Interruption of this feedback mechanism leads to abrupt cessation of milk synthesis and initiates involution of the mammary gland [2]. One means of achieving this interruption experimentally is by removing the young. This also results in milk stasis -the accumulation of milk within mammary tissuewhich itself triggers involutional progression of the mammary epithelium [3]. The processes of de-differentiation and involution entail concerted modification of the expression of large numbers of genes. Since such pleiotropic transcriptional regulation is a well-documented function of PK-A [4], we undertook to characterise the behaviour of this kinase in mammary gland following removal of the litter for 24h and 48h from lactating rats. Both total and expressed PK-A activity had declined 24h after litter removal, from 101.95 +/:
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7.37 and 18.06 +/-1.22 munitslg wet weight of tissue respectively to 35.95 + / -3.20 and 4.8 +/-0.26 (means + / -SEM, n=7) recovering somewhat over the next 24h. The amount of C-subunit protein also declined over this period from 2.51fig/g tissue to 1.5 + / -0.27 after 24h and 1.68 +/-0.18 (mean + / -SEMI n=4) after 48h of non-suckling. These changes were not in proportion to those undergone by total PK-A activity, such that a reduction in specific catalytic activity of Csubunit occurred, as shown in Fig. 1 , possibly as a consequence of the action of an inhibitory modulator of C-subunit. No significant changes in the levels of C-subunit mRNA accompanied these effects (Fig. 1) . Furthermore, they were not matched by a corresponding decline in the overall quantity of R-subunit; the tissue concentration of total R-subunit (RI + RII) was unaffected by litter removal. In contrast, the relative abundance of RI and RII changed markedly: the ratio of RI to RII, already much lower in lactation than in pregnancy [5] , declined still further. Additionally, the abundance of a 39kDa CAMP-binding protein, probably derived by proteolysis from RI and/or RII [6], increased several-fold. RI and RII, and the corresponding holoenzymes that they form in association with C-subunit, occupy distinct sub-cellular localisations [7, 8] : In the case of RII this restricted localisation is attributable to binding proteins -AKAPs -that interact with it [9] .
In the light of this, the changes in R-subunit expression described here probably indicate a major spatial re-organisation of PK-A within the mammary epithelial cell during involution.
